Management of high blood cholesterol is the key point for the treatment and prevention of Atherosclerotic Cardiovascular Disease (ASCVD). Till 2013, Adult Treatment Panel III (ATP III) report was the guideline for the physician for blood cholesterol management. The main feature of this guideline was to achieve a particular target cholesterol level by lifestyle modification, dietary changes and lipid-lowering drugs. But the recently released American College of Cardiology (ACC) and American Heart Association (AHA) guidelines shifted attention to Statin use at high-, moderate-or low-intensity instead of chasing a cholesterol goal. This article reviews the main features of this new guideline comparing to the previous one, where appropriate.
Introduction :
ASCVD that includes coronary heart disease, stroke and peripheral vascular disease is the most important cause of premature death and disability in developed world 1 . It is estimated that by 2020 it will be the major cause of death in all the regions of the world 2 . Diseases of the coronary and cerebral arteries are almost always due to atheroma and its complications, particularly thrombosis. High blood cholesterol is one of the major risk factors for ASCVD. So, not surprisingly, management of high blood cholesterol constitutes the centerpiece of prevention and treatment of ASCVD. Till November 2013, ATP III report of the National Cholesterol Education Program (NCEP) released in 2002 was the main guideline for management of high blood cholesterol 3 . In November, 2013 the ACC and the AHA jointly released a new guideline for managing high blood cholesterol which departed markedly from the prior ATP III report 1 . In this article these new developments will be highlighted.
Methodology :
Since the release of the new guidelines, a lot of articles are published criticizing different aspects of this report. PubMed was searched in July 2014 for all English language publications including the search term "New Statin Guideline", "Cholesterol management guideline" and "ATP IV panel". From the list relevant selected articles were collected and for additional information, articles used as references in those articles were also checked.
Basis of New Guidelines :
The Expert Panel tried to answer three critical questions To answer these questions the Expert Panel reviewed the relevant Randomized Clinical Trials (RCT) and the evidences derived from these RCTs were used to formulate the new guidelines. The Panel followed the rules for guideline development published by a committee of the Institute of Medicine that emphasized the necessity for "evidence-based medicine" in guideline development4. Thus evidences other than RCTs were virtually excluded and that markedly restricted the scope of this new guideline.
In contrast, the ATP III panel was free to use all types of relevant data including RCTs, epidemiological data, genetic and metabolic studies, and various in vivo and in vitro investigations5. So they had the scope to formulate a comprehensive management guideline. But as all those data were not based on sound evidencebased medicine, question of new evidence-based guideline came forward.
What's new in the Guideline ?
There are many new aspects in the new guidelines, some of which are relevant for advanced studies and researchers. Only some of the more practical points are highlighted here.
Focus on ASCVD risk reduction: 4 statin benefit groups
1 :
* Based on a comprehensive set of data from RCTs that identified 4 statin benefit groups which focus efforts to reduce ASCVD events in secondary and primary prevention.
* Identifies high-intensity and moderate-intensity statin therapy for use in secondary and primary prevention.
A New Perspective on LDL-C and/or Non-HDL-C Treatment Goals

6-9 :
*The Expert Panel was unable to find RCT evidence to support continued use of specific LDL-C and/or non-HDL-c treatment targets. * The appropriate intensity of statin therapy should be used to reduce ASCVD risk in those most likely to benefit. * Non statin therapies do not provide acceptable ASCVD risk reduction benefits compared to their potential for adverse effects in the routine prevention of ASCVD.
LDL-C Goal vs Statin :
Low-Density Lipoprotein (LDL) elevation was the major focus in ATP-III as a cause of Atherosclerotic Cardiovascular Disease (ASCVD). Epidemiological data from familial or other forms of hypercholesterolemia and from animal studies revealed this relationship between elevated LDL-C and ASCVD. Furthermore Randomized Clinical Trials (RCT) demonstrated that any modalities of intervention including lifestyle changes, diet or drugs that lower LDL-C also lowered the risk for ASCVD. That's why ATP-III fixed LDL-C targets of therapy as the main objective of management. For example, LDL-C goal less than 100mg/dl for high-risk patients with established ASCVD or DM and 10 year risk >20%, LDL-C <70mg/dl for very high risk patients of ASCVD with multiple risk factors 6 .
In formulating new guidelines, the ACC/AHA largely moved away from the connection between LDL-C and ASCVD risk. Instead, statins occupied the center point of these recommendations. Whether statin imparts its beneficial effect through lowering LDL-C is of no consideration in the new guideline.
This new guideline used the intensity of statin therapy as the goal of treatment rather than LDL-C or non-LDL-C targets. 4 groups of individuals were identified through RCT evidence for whom a reduction of ASCVD were demonstrated with a good margin of safety from moderate-or high-intensity statin-therapy: Lifestyle counseling should be offered at the initial and follow up visits as the foundation for statin therapy and may improve the overall risk factor profile.
High-, Moderate-and Low-intensity Statin Therapy 10-15 :
The intensity of statin therapy is defined on the basis of the average expected LDL-C response to a specific statin and If anticipated therapeutic response is achieved, continued adherence to drug therapy should be reinforced and followed up for 3-12 months
If less-than-anticipated response, adherence to medication and intensive lifestyle changes should be reinforced and followed up for 4-12 weeks. If still anticipated response is not achieved, the options arereinforcement of improved adherence, increasing statin intensity or addition of non-statin drug therapy 1 .
Discussion :
ACC/AHA guidelines and ATP III reports, although have many similarities, the two are fundamentally different. ATP III was based on the concept that lowering LDL-C will prevent ASCVD while ACC/AHA guidelines under the influence of IOM paradigm are transformed into statin treatment instructions.
In patient with established ASCVD high-intensity statin is recommended in new guideline. This will definitely reduce the risk but those with high base-line LDL-C may not receive full benefit of LDL-C lowering as nonstatin drugs are not recommended 19 .
For primary prevention new guideline sets 10-year risk threshold for statin drugs at 7.5%, even =/>5% in some cases 1 . In ATP III it was =/>10%. ACC/AHA advocates starting statin therapy at LDL-C >70mg/dl for higher risk patients in contrast to LDL-C =/> 100 mg/dl in prior guideline. ACC/AHA recommendation is justified by the more recent results of the JUPITER trial 21 . Reduction of both 10-year risk threshold and the level of LDL-C for initiation of statin therapy will expand the use of statin over that of ATP III. However ACC/AHA Panel did not address the cost-effectiveness of this expanded drug use.
ACC/AHA developed a new algorithm for 10-year risk assessment by adding stroke to coronary heart disease 10, 11 , while ATP-III used Framingham risk scoring to estimate 10-year risk for CHD 22 . It is claimed that the new algorithm overestimates the risk by about two-folds 23 . As a result number of low risk people eligible for statin therapy will be increased further.
Age is an important determinant in the new algorithm, so there will be a progressive increase in number of people of advancing age eligible for statin 22 . But not all older men and women will benefit from statin, especially those who have very little coronary or carotid atherosclerosis risking them on unnecessary treatment 24, 25 . So this new risk assessment tool may need further review.
Regarding genetic dyslipidaemias and metabolic syndrome ACC/AHA had no comment. So physicians have to rely heavily on other sources of information for their management.
Lifestyle modification was emphasized in ACC/AHA guideline on the basis of a limited number of expert opinion recommendations although no RCT evidence was found 26 .
The use of non-statin lipid lowering drugs e,g, bile acid sequestrants, ezetimibe,fibrate and nicotinic acids were largely discounted because of lack of supporting RCT studies. Even then use of these drugs are loosely recommended if deemed appropriate by clinical judgment 27, 28 .
Monitoring of patients for anticipated therapeutic response to statin is another field where physicians may feel confused due to lack of any specific target recommendation 5 .
Conclusion :
2013 ACC/AHA Cholesterol management guideline is a long awaited report for this purpose. But as the Expert Panel acknowledged, it did not provide for a comprehensive approach to the detection, evaluation and treatment of lipid disorders as was done in prior ATP III report. Rather it can be viewed as a guide to use statin and the intensity of statin use for reduction of ASCVD risk. It is anticipated that clinicians have to rely markedly on their own expertise and clinical judgment for holistic management of their patients where ATP III guideline may still be relevant.
